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AMENDMENT 

It is respectfully requested that the specification and claims be amended without 

prejudice, as follows. 

IN THE CLAIMS: 

The following listing of claims will replace all prior versions and hstings of claims in the 
application. 

1 . (Currently amended) A method to monitor the response of a patient being treated for 
cancer to the b y administ e ring administration of a small molecule R af kinase inhibitor, 
comprising the steps of: 

(a) determining the phosphorylation level of pERK expression of one or more proteino in a 
first biological sample taken from the patient prior to treatment with the small molecule 
Raf kinase inhibitor; 

(b) determining the phosphorylation level of pERK oxproasion of the ono or more proteins in 
at least a second biological sample taken from the patient subsequent to the treatment 

with the small molecule Raf kinase inhibitor; and 

(c) comparing the phosphorylation level of pERK cxpreooion of th e on e or mor e prot e ins in 
tlic second biological sample with the phosphorylation level of pERK expression of the 
ono or more prot e ins in the first biological sample; 

wherein the phosphorylation level of pERK p rot e in e xpr e ssion is aoG e Go e d by 
immunohistoch e mistry and wh e r e in a chang e in th e l e v e l of e xpr e ssion of th e on e or mor e 
proteins in the second biological sample compared to the phosphorylation level of pERK 
e xpr e ssion of th e on e or mor e prot e ins in the first biological sample indicates the response of the 
patient being treated for cancer to e fBoaov of th e tr e atm e nt with the small molecule R af kinase 
inhibitor. 

2-3. (Cancelled) 
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4. (Original) The method of claim 1, wherein said cancer is selected from lung cancer, 
renal cancer, pancreatic cancer, liver cancer, gastrointestinal cancer, thyroid cancer, ovarian 
cancer, breast cancer, prostate cancer, and melanoma. 

5. (Cancelled) 

6. (Original) The method of claim 1, wherein said sample is a tumor biopsy. 
7-14. (Cancelled) 

15. (Currently amended) A method for identifying whether a discov e ring nov e l candidate 
small molecule Raf kinase inhibitor is effective in treating for the treatment of cancer, 
comprising the steps of: 

(a) determining the phosphorylation level of pERK e xpr e aoion of one or more prot e ins in a 
first tumor cell sample obtained from a cancer patient p rior to treatment with a candidate 
small molecule Raf kinase inhibitor; 

(b) determining the phosphorylation level of pERK e xpr e ssion of th e on e or mor e prot e inn in 
at least a second tumor cell sample obtained from a cancer patient subsequent to the 
treatment with the candidate small molecule Raf kinase inhibitor; and 

(c) comparing the phosphorylation level of pERK expression of the one or more proteins in 
the second tiimor cell sample with the phosphorylation level of pERK expression of the 
one or more proteins in the first tumor cell sample; 

wherein the phosphorylation level of pERK p rotein expression is assessed by 
immunohistochemistry and wherein a change in the phosphorylation level of pERK e xpr e ssion 
of th e on e or mor e prot e ins in the second tumor cell sample compared to the phosphorylation 
level of pERK e xpr e ssion of th e on e or mor e prot e ins in the first tumor cell sample indicat e s th e 
efficacy of the candidate identifies a small molecule Raf kinase inhibitor that is effective in 



STM 280123 



-3- 



U.S. Serial No.L 10/576,733 / Conf. # 4494 
Attorney Docket No.:5181 [67859(303981)] 



treating cancer . 



16-17. (Cancelled) 

18. (Original) The method of claim 15, wherein said tumor cells are selected from lung 
cancer, renal cancer, pancreatic cancer, liver cancer, gastrointestinal cancer, thyroid cancer, 
ovarian cancer, breast cancer, prostate cancer, and melanoma. 

19-25. (Cancelled) 
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